Bioassay-guided fractionation of two Philippine sponges of the genus Petrosia has resulted in the isolation of the novel natural product cribrostatin 7 (1) and the known compounds renierone (2) and O-demethylrenierone (3). The structures of these isoquinoline quinones were determined by interpretation of spectroscopic data. Compounds 1, 2 and 3 were cytotoxic against the HCT 116 human colon carcinoma cell line with IC 50 values of 45, 24 and 34 g/ml, respectively.
INTRODUCTION
Over the past three decades, marine sponges have proven to be prolific sources of structurally novel bioactive metabolites. Examples include oceanapiside, an antifungal ,-bis-aminohydroxylipid glycoside; peloruside A, a cytotoxic polyoxygenated macrolide; and the anti-inflammatory pyridinium alkaloids, spongidines A-D [1] [2] [3] . Isoquinoline quinones are another class of sponge-derived compounds that have been shown to possess a wide array of biological activity including antimicrobial, insecticidal, antifungal, and antineoplastic properties [4-* 6] . This paper describes the bioassay-guided fractionation of extracts from two Philippine Petrosia spp. (Order Haplosclerida, Family Petrosiidae) that displayed cytotoxicity against the HCT 116 human colon carcinoma cell line. Extensive chromatography yielded a new isoquinoline derivative, which we named cribrostatin 7 (1) and two known compounds, renierone (2) and Odemethylrenierone (3). 
RESULTS AND DISCUSSION
The crude MeOH extract from Petrosia sp. (PC00-11-149) was subjected to a modified Kupchan partition scheme that resulted in hexanes, CHCl 3 and 30% aq
MeOH-soluble fractions. The bioactive hexane-soluble material was purified by C 18 HPLC using a MeOH/H 2 O gradient to yield the previously reported metabolites renierone (2, 1.1 mg) and O-demethylrenierone (3, 0.5 mg).
Compounds 2 and 3 were readily identified from their spectroscopic data and by comparison with published data [4, 7] .
In an attempt to isolate more of compounds 2 and 3 for cytotoxicity further confirmed this assignment. Hence structure 1 was assigned to cribrostatin 7.
All three compounds were tested for cytotoxicity against the HCT 116 human colon carcinoma cell line. 
Animal Material
Sponge PC00-11-149 was collected by scuba (-2 m) from Coron (Kalampisauan Island), Philippines. It was dark purple in life and is beige in alcohol. The growth form is rope-like with a firm, slightly compressible texture. Sponge PDZ 1 98-4-74 was collected by scuba (-6 m) from Zamboanga (Murcielagos Island), Philippines.
The sponge was bright blue in life, orange in alcohol. The growth form is upright clusters of fused bulbs. The texture is firm, barely compressible. These sponges are borderline between the haplosclerid genera Petrosia and Xestospongia, but fit better into Petrosia. The sponges are probably two undescribed species differing in growth form, skeletal density and spicule size. Voucher specimens for PC00-11-149 and PDZ 1 98-4-74 are retained with the corresponding author.
Extraction and Isolation

Sponge PC00-11-149
The MeOH extract from this Petrosia sp. was evaporated to dryness under reduced pressure to yield a dark red-brown gum (2.18 g). This material was dissolved in 10% H 2 O/90% MeOH (50 mL) and extracted with hexanes (3  50 mL).
Subsequently, H 2 O (21 mL) was added to the aq MeOH layer followed by 
Sponge PDZ 1 98-4-74
The MeOH extract of this sponge was subjected to an identical solvent partitioning scheme as described above. This resulted in hexanes (188 mg 
Cells and Culture Conditions
The HCT 116 human colon carcinoma cell line was obtained from the American Type Culture Collection. Cells were maintained in McCoy's 5A media supplemented with 10% fetal bovine serum (FBS), 2 mM L-glutamine, 1 mM MEM sodium pyruvate, 50 units/mL penicillin and 50 g/mL streptomycin.
Cultures were incubated at 37 C in a humidified 5% CO 2 atmosphere in T-75 cm 2 tissue culture flasks.
Cell Proliferation Assay
HCT 116 cells were seeded in 96-well culture plates at 6000 cells/well. After 24 h, the compounds were added to the cells. After 48 h of drug treatment, cell viability was determined by measuring the metabolic conversion of MTT (3-[4,5-dimethylthiazol-2-yl]-2,5-diphenyl-2H-tetrazolium bromide) into purple formazan crystals by active cells [11] . MTT assay results were read using a Labsystem multiscan plate reader at 570 nm. All compounds were tested in quadruplicate and were solubilized in 100% DMSO with a final DMSO concentration of 1% in each well.
